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AUS 2 3 2006 

REMARKS * 

Hie Examiner issued an Advisory Action on My 14, 2006 in which she stated that 
Applicant's amendment filed June 23, 2006 would not be entered because it allegedly raised 
i$$tie$ of new matter. A telephone interview between Examiner Canella and Applicant's 
representatives Brenda Herschbach Jarrell and Nadfcge Lagneau took place on August 22, 2006. 
The purpose of the interview was to orient the Examiner to the amendments filed with 
Applicant's 6/23/06 response, and to demonstrate that none of the amendments introduced new 
matter. The Examiner agreed that Applicant's amendments did not raise issues of new matter and 
stated that she would issue an interview summary to that effect. It was further agreed that 
Applicant would file this RCE to allow the Examiner an opportunity to fully consider the 
amendments and examine whether the claims, as amended, are allowable over the art of record. 

1. Status of the Claims 

Claims 56, 58-62, 65-67, 69-76, 78-81, 84-86 and 88-98 are currently pending in the 
application. Claims 56, 58-62, 69, 76, 78-81, 88-90, 97 and 98 are rejected under 35 U.S.C § 
102(a) and/or 102(b) over Danishefsky et al (Angew. Chem. Int. Ed., 2000, 39, pp. 836-863), 
WO 99/48515 and Toyokuni et al (Chemical Society Reviews, 1995, 24 9 pp. 321-242). In 
addition, the claims are provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting over co-pending application Nos.: 10/209,618 and 
10/728,041. 

2. Amendments to the Claims 

Claims 56, 61, 62, 67, 74, 76, 81 and 93 have been amended. Claims 58-60, 65-66, 69- 
73, 75, 78-80, 84-86, 88-92 and 94-98 remain unchanged. Applicant respectfully submits that no 
new matter is added through the proposed amendment to the claims. The proposed amendments 
are fully supported by the specification and claims, as originally filed. 

Claims 56, 62. 67, 74, 76, 81 and 93, as amended, recite x 7 n 4 as 

the alkyl glycosidic moiety wherein n is 1-8. Support for this amendment can be found 
throughout the specification, for example, in original claim 27, line 25 page 33, line 9 page 35, 

line 21 page 36 and line 12 page 38 where the moiety n is depicted. 
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In claim 27 and the specification, as originally filed, n was defined as an integer from 0-8 
(See, for example, original claim 27, line 17 p. 11, line 9 p. 35, and line 11 p. 38 of the 
specification, as filed). In the instant claims, n is an integer ranging from 1-8. Specific support 
for n ranging between 1 and 8 can be found, for example, at lines 20-23 page 35 of the 
specification, as filed, where one aspect of the invention is identified as encompassing clustered 
giycopeptides where n is greater than or equal to 1 (i.e., n=l-8). Further support can be found, 
for example, in Figures 15 and 16, as filed. 

Claim 61, as amended, recites n = 1-8. As discussed above, support for n ranging from 1- 
8 can be found, for example, at line 17 p. 11, line 9 p. 35, line 11 p. 38 and lines 20-23 page 35 
of the specification, as filed. 

In addition, claims 56, 61, 62, 76 and 81 have been amended to correct the value of the 
sums 1 and k, and s and u, in light of the fact that the v and w bracketed structures represent 
pyranose moieties. 

Furthermore, claims 56, 62, 74, 76, 81 and 93 recite that "at least one occurrence of A has 
a different structure from other occurrences of A." This language is fully supported by the 
specification as filed. For example, support can be found at lines 20-23 p. 35 of the specification 
in the teaching that n-alkyl linked (where n is greater than or equal to 1) clustered giycopeptides 
may incorporate multiple antigenic structures or may also incorporate all of the same antigenic 
structures. Further support can be found, for example, in Figure 16 (Compound 54). 

No new matter is being introduced by these amendments. Applicant is submitting the 
present amendments without prejudice to the subsequent prosecution of claims to some or all of 
the subject matter which might be lost by virtue of this paper, and explicitly reserves the right to 
pursue the subject matter of any of the canceled claims, or some or all of the subject matter 
which might be lost by virtue of this paper, in Divisional or Continuation Applications. 
3. New matter rejections levied in the Examiner's Advisory Action dated July 14, 2006 

Hie Examiner levied the following two new matter rejections against Applicant's claim 
amendment filed on June 23, 2006: 

(a) First new matter rejection : The Examiner states that the new structural moiety in amended 
claim 56 presents new matter because it encompasses a different range of structures having at 
least two methylene group, in contrast to the limitation of the originally filed disclosure which 
permitted 0 to 9 methylene groups. 
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The new structural moiety that the Examiner is referring to is the n-alkyl glycosyl moiety: 



74, 76, 81 and 93) introducing this n-alkyl glycosyl moiety was merely meant to ensure that the 
claim language was consistent with the specification, as filed (i.e., to ensure that variable n was 
used consistently, and to avoid any possibility of confusion). The n-alkyl glycosyl moiety 
depicted in claim 56 (and claims 62, 67, 74, 76, 81 and 93) is identical to that depicted in original 
claim 27, and throughout the specification as originally filed (see, for example, line 25 page 33, 
line 9 page 35, line 21 page 36 and line 12 page 38 of the specification). Original claim 27 
recited n=0-8. Therefore, the originally filed disclosure permits 1 to 9 methylene groups linking 
the antigen A to the peptidic backbone (not 0-9 as stated in the Advisory Action), 

Claim 56 (and claims 62, 67, 74, 76, 81 and 93) differs from original claim 27 in that it 
recites n-1-8, instead of n-0-8 in original claim 27. However, the embodiment n=l-8 (as 
claimed in the instant claims) is specifically recited in the specification, as originally filed. 
Applicant points, for example, to lines 20-23 page 35 of the specification where one aspect of the 
invention is identified as encompassing clustered glycopeptides where n is greater than or equal 
to 1 (i.e., n=l-8). Further support can be found, for example, in Figures 15 and 16, in which 
glycopeptides are depicted where each carbohydrate determinant is attached to the peptidic 
backbone via an n-alkyl linker having more than one carbon atom (i.e. y n>l). 

Thus, no new matter is being introduced by reciting the n-alkyl glycosyl moiety: 



(b) Second new matter rejection : The Examiner states that the amendment to claim 74 broadens 
the claimed structures by deleting the requirement of having an alpha or beta linkage to an amino 
acid. The Examiner concludes that the amendment to claim 74 thus introduced new matter, 

The amendment to claim 74 (as well as claims 62, 81 and 93) seeking to delete the 
language ''wherein the n-alkyl glycosidic moiety is either a- or (3 -linked to an amino acid" was 
solely meant to remove what Applicant viewed as a redundant statement During the telephonic 
interview of August 22, the Examiner agreed that the amendment did not introduce new matter. 




where n -1-8. The amendment to claim 56 (as well as claims 62, 67, 



where n =1-8 in claims 56 (and claims 62, 67, 74, 76, 81 and 93). 
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However, the Examiner requested that the language be kept in the claims for clarity purposes, 
which Applicant has done in the present amendment. 

Thus, there are no outstanding new matter issues in the amendment detailed herein. 
4. Rejections under 35 U.S.C* § 102 

A. The Examiner has rejected claims 56, 58-61, 69, 76, 78-80, 88, 97 and 98 under 35 
U.S.C. § 102 (a) as being anticipated by Danishefsky et al (Angew. Chem. Int Ed. 4 2000, 39, 
pp. 836-863)- Specifically, the Examiner points to the structures on pages 855-859 of the cited 
reference and states that they anticipate the instant claims. 

B. The Examiner has rejected claims 56, 58, 62, 69, 76, 78-81 and 88-90 under 35 U.S.C. § 
102 (a) as being anticipated by WO 99/48515. Specifically, the Examiner points to compounds 3, 
4 and 5 in Figure 20 of the cited reference (citing Figures 20A and 20C), and states that they 
anticipate the instant claims. 

C The Examiner has rejected claims 56, 61, 69, 76 and 78 under 35 U.S.C. § 102 (b) as 
being anticipated by Toyokuni et al (Chemical Society Reviews, 1995, 24* pp. 321-242). 
Specifically, the Examiner points to compound 19 in Scheme 1 1 of the cited reference, and states 
that it anticipates the instant claims. 

In all the glycopeptides referred to by the Examiner in each of the cited references, the 
antigen-bearing amino acid residues are substituted with a glycosidic moiety having the structure 
A-0-, which is attached to the peptidic backbone through one carbon atom. Furthermore, in the 
glycopeptides disclosed in the cited art, each occurrence of A is the same. 

The claims, as amended herein, recite an alkyl glycosidic moiety having the structure 



more carbon atoms separate the carbohydrate determinant A and the peptidic backbone. In 
addition, in the claimed multi-antigenic glycopeptides, at least one occurrence of the antigenic 
structure A has a different sfructure from other occurrences of A . 

Therefore, the glycopeptides disclosed in the cited art are specifically excluded from the 
instant claims because, in the claimed multi-antigenic glycopeptides, n cannot be 0, and at least 



where n is 1-8. Accordingly, in the claimed glycopeptides, two or 
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one occurrence of the antigenic structure A has a different structure from other occurrences of A. 
Accordingly, the cited references cannot anticipate the present claims. 
5. Additional comments 

The instant claims are directed to multi-antigenic glycopeptides comprising two or more 
glycosidic moieties A-0-(CH 2 ) n -CH 2 -, wherein at least one occurrence of A has a different 
structure from other occurrences of A. Because the claimed glycopeptides comprise more than 
one type of carbohydrate antigen, they have superior properties over the glycopeptides disclosed 
in the cited art. It is well established that transformed cancerous cells exhibit abnormal cell 
surface glycosylation patterns. As stated in the specification, identified cancer carbohydrate 
antigens such as TF, Tn, sTN, KH-1, Le y and Globo-H have been carefully characterized as 
being over-expressed at the surface of malignant cells in a variety of cancers (breast, colon, 
prostate, ovarian, liver, small cell lung and adenocarcinomas). Thus, the claimed glycopeptides 
have superior immunotherapeutic properties than the cited prior art glycopeptides, in that a single 
claimed glycopeptide can induce the production of more than one type of antibodies (i.e., 
antibodies against the two or more types of carbohydrate antigens present on the glycopeptide). 
In Applicant's response of June 23, 2006, copies of several publications were provided 
demonstrating that multi-antigenic glycopeptides such as those claimed in the instant application 
can be used to induce antibodies against individual carbohydrate antigens present on the 
glycopeptide, which antibodies are reactive with one or more cancer cell lines expressing these 
antigens. See, for example, Ragupathi et al, J Am. Chem, Soc. y (2006), 128, 2715-2725. 

Copies of publications provided with Applicant's 6/23/06 response: 

1. Allen era/., J. Am. Chem. Soc, (2001), 123, 1890-1897. 

2. Ragupathi et al 9 PNAS, (2002), 99(21), 13699-13704. 

3. Keding et aL, PNAS, (2004), 101(33), 1 1937-1 1942. 

4. Ragupathi et al, J. Am. Chem. Soc, (2006), 128, 2715-2725. 

Copies of the above-references are not being re-submitted with the present RCE 
submission. Should the Examiner require replacement copies, please infoim the undersigned, 
who will arrange for additional copies to be sent to the attention of the Examiner. 



In addition, in the claimed multi-antigenic glycopeptides, each carbohydrate domain is 

attached to a non-natural amino acid residue (i.e., n cannot be 1). In contrast, in the 
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glycopeptides disclosed in the cited art, each carbohydrate determinant A is attached to the 
peptidic backbone via a natural amino acid (Serine or Threonine). This difference (natural v. 
non-natural amino acids) is expected to impart different properties to the claimed 
glycoconjugates as compared to the glycopeptides disclosed in the cited art (in particular those 
containing long, aliphatic side chains (-(CH 2 ) n CH2-) which create a greater distance between the 
peptide backbone and the carbohydrate determinants), for example in terms of ease of their 
preparation and/or strength of immune response they induce. 

Therefore, there is no subject matter overlap between the presently claimed invention and 
the cited art, nor is the claimed subject matter obvious over the cited art. 
6. Provisional Obvioosness-type Doable Patenting Rejection 

Ute Examiner has provisionally rejected claims 56, 58-62, 65-67, 69-76, 78-81, 84-86 
and 88-98 under the judicially created doctrine of obviousness-type double patenting as being 
unpatentable over claims 118-198 of co-pending application No.: 10/209,618 and claims 1-36 of 
co-pending application No.: 10/728,041. The Examiner states that the claims in the cited 
applications anticipate the instant claims (see page 8 of the Office Action mailed 10/12/2005). 

Applicant notes that co-pending application No.: 10/728,041 filed December 3, 2003 is a 
continuation-in-part of co-pending patent application No.: 10/209,618 filed July 31, 2002; which 
is a continuation-in-part of the present application. Therefore, the c 041 and '618 applications do 
not have an earlier effective filing date than the present application. Accordingly, the claims in 
the '041 and '618 applications cannot anticipate the present claims. 

Applicant respectfully refrains from further commenting on this provisional rejection 
unless and until such time as it matures into an actual rejection. Application serial numbers 
10/209,618 and 10/728,041 and the instant application are assigned to the same entity. Once 
application serial number 10/209,618 and/or 10/728,041 has been allowed, and if the allowed 
claims in 10/209,618 and/or 10/728,041 are not deemed patentably distinct from the allowed 
claims in the instant application, Applicant is prepared to file a terminal disclaimer in application 
serial number 10/209,618 and/or 10/728,041. 
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CONCLUSION 



Applicant thanks Examiner Canella for her time and consideration. In light of the 
foregoing Remarks, Applicant respectfully submits that the present application is in condition for 
allowance; a Notice to that effect is respectfully requested. 

If a telephone conversation would help clarify any issues, or help expedite prosecution of 
this case, Applicant invites the Examiner to contact the undersigned at (617) 248-5150. 

It is not believed that extensions of time or fees for net addition of claims are required, 
beyond those which may otherwise be provided for in documents accompanying this paper. 
However, in the event that any additional fees are required for consideration of this paper 
(including fees for net addition of claims), these fees are authorized to be charged to our Deposit 
Account No. 03-1721. 



Patent Group 

Choate, Hall & Stewart, LLP 
Two International Place 
Boston, MA 02110 
Telephone: 617-248-5150 
Facsimile: 617-248-4000 



Date: August 23, 2006 




Nadege Lagheau, Ph.D. 
Reg. No.: 51,908 
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